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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The instant invention is directed to a 

emesis comprising administering the compound [R, S] - [2 - (1H- Indol-3 -yl) 
methyl -1- (1 -phenyl -ethylcarbamoly) -ethyl] -carbamic acid 
benzof uran-2ylmethyl ester. 



method for the treatment of 
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The instant invention provides aqueous soluble prodrugs of formula (I) 
or a pharmaceutically acceptable salt thereof wherein R is --CH.sub.2 
OZ, --C ( .dbd.O) OCH. sub. 2 OZ or Z, wherein Z is formula (a), 
--P(.dbd.O) (OH) .sub. 2 or - -C (. dbd.O) Q : n is an integer of from 0 to 3; m 
is an integer of from 0 to 1, of certain tachykinin antagonists 
(NK.sub.l antagonists) useful in the treatment of emesis. 
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The invention relates to the pharmaceutical use of specific substance P 
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antagonists, in particular 1-acylpiperidine substance P antagonists, 
especially N-benzoyl-2 -benzyl-4 - (azanaphthoyl -amino) -piperidines , e.g. 
of formula ##STR1## 



wherein X and Y are each independently of the other N and/or CH and the 
ring A is unsubstituted or mono- or poly- substituted by substituents 
selected from the group consisting of lower alkyl, lower alkoxy, 
halogen, nitro and trif luoromethyl ; and pharmaceutical ly acceptable 
salts thereof for treatment of chronic fatigue syndrome (CFS) in the 
absence of serotonin agonist/selective serotonin reuptake inhibitory 
therapy, or for the treatment of fibromyalgia or associated functional 
symptoms . 
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rationalize the activity of 28 N-terminus fragments of tachykinin NK1 
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SOURCE : 
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DOCUMENT TYPE: 
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AB 



receptor antagonists was examd. Two different types of analyses, partial 
least squares and multiple regression, were performed in order to check 
the robustness of each derived model. The models derived using classical 
QSAR descriptors lacked accurate quant, and predictive abilities to 
describe the nature of the receptor- inhibitor interaction. However models 
derived using 3D QSAR descriptors based on similarity indexes were both 
robust and significantly predictive. The best model was obtained through 
the statistical anal, of mol . field similarity indexes (n = 28, r2 = 
0.846, r(cv)2 = 0.737, s = 0.987, PRESS = 7.102) suggesting that 
electronic and size-related properties are the most relevant in explaining 
the affinity data of the training set. The overall quality and predictive 
ability of the models applied to the test set appear to be very high, 
since the predicted affinities of three test compds . agree with the exptl. 
detd. affinities obtained subsequently within the exptl. error of the 
binding data. 
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The present invention relates to a method for correlating single 
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nucleotide polymorphisms in the preprotachykinin (NKNA) gene with the 
efficacy and compatibility of a pharmaceutical ly active compound 
administered to a human being. The invention further relates to a method 
for determining the efficacy and compatibility of a pharmaceutically 
active compound administered to a human being which method comprises 
determining at least one single nucleotide polymorphism in the NKNA 
gene. Said methods are based on determining specific single nucleotide 
polymorphisms in the NKNA gene and determining the efficacy and 
compatibility of a pharmaceutically active compound in the human by 
reference to polymorphism in NKNA. The invention further relates to 
isolated nucleic acids comprising within their sequence the 
polymorphisms as defined herein, to nucleic acid primers and 
oligonucleotide probes capable of hybridizing to such nucleic acids and 
to a diagnostic kit comprising one or more of such primers and probes 
for detecting a polymorphism in the NKNA gene, to a pharmaceutical pack 
comprising NK-1 receptor antagonists and instructions for administration 
of the drug to human beings tested for the polymorphisms as well as to a 
computer readable medium with the stored sequence information for the 
polymorphisms in the NKNA gene. 
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AB A treatment for brain, spinal and nerve injury comprising use of a 
substance P receptor antagonist optionally in combination with a 
magnesium compound. There is also provided a formulation for use in this 
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EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



treatment 
compound . 



comprising a substance P receptor antagonist and a magnesium 
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AB The invention relates to the use of an NK-1 receptor antagonist for the 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 



treatment or prevention of benign prostatic hyperplasia (BPH) . The 
preferred NK-1 receptor antagonists are compounds of the general formula 
##STR1## 

wherein the meanings of R, R.sup.l, R.sup.2, R.sup.2', R.sup.3, R.sup.4 
are explained in the specification and the pharmaceutically acceptable 
acid addition salts and the prodrugs thereof Preferred compounds are 

2- (3, 5 -bis -trif luoromethyl -phenyl) -N-methyl-N- (6-morpholin-4 -yl-4 -o- 
tolyl-pyridin-3 -yl) -isobutyramide , 2- (3, 5 -bis -trif luoromethyl -phenyl) -N- 
methyl-N- [6- (4 -methyl -piperazin-l-yl) -4 -o-tolyl-pyridin-3 -yl] - 
isobutyramide, 2- (3 , 5 -bis -trif luoromethyl -phenyl) -N- [6- (1, 1-dioxo- 

1 . lambda . . sup . 6-thiomorpholin-4 -yl) -4-o-tolyl-pyridin-3-yl] -N-methyl- 
isobutyramide and 2- (3, 5 -bis -trif luoromethyl -phenyl ) -N- [6- (1, 1-dioxo- 
1. lambda. . sup. 6 -thiomorpholin-4 -yl) -4- (4 -fluoro -2 -methyl -phenyl) -pyridin- 

3 - yl ] -N-methyl- isobutyramide . The invention also relates to 
pharmaceutical composition comprising one or more such NK-1 receptor 
antagonists and a pharmaceutically acceptable excipient for the 
treatment and/or prevention of benign prostatic hyperplasia. 
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AB The present invention relates to a methods of treating hot flashes and 

symptoms of hormonal variation in a patient, which methods include 
providing a tachykinin receptor antagonist and administering the 
tachykinin receptor antagonist to a patient experiencing a symptom of 
hormonal variation under conditions effective to treat the symptom of 
hormonal variation, which symptoms of hormonal variation can include hot 
flashes . 
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AUTHOR (S) : Gonzalez, M. Isabel; Field, Mark J.; Holloman, 

Elizabeth F . / Hughes, John; Oles, Ryszard J.; Singh, 

Lakhbir 

CORPORATE SOURCE: Department of Biology, Cambridge University Forvie 

Site, Cambridge, CB2 2QB, UK 
SOURCE: European Journal of Pharmacology (1998), 344(2/3), 

115-120 
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PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl ish 

AB PD 154075 ( [ (2 -benzof uran) -CH20CO] - (R) - . alpha . -MeTrp- 

(S) -NHCH (CH3 ) Ph) is a selective tachykinin NK1 receptor antagonist. Its 
effect on development and maintenance of thermal and mech. 
hypersensitivity was examd. in a rat model of surgical pain. When 
administered 30 min before surgery, PD 154075 

dose-dependently (3-100 mg/kg, s.c.) prevented the development of thermal 

and mech. hypersensitivity with resp. min. EDs of 10 and 3 0 mg/kg. These 

antihypersensitivity effects lasted for 72 h. In contrast, the 

administration of PD 154075 (30 mg/kg, s.c.) after 

surgery had little or no effect on these nociceptive responses. 

PD 154075 antagonized thermal hypersensitivity induced 

by intrathecal administration of substance P, over the same dose range 

that blocked surgical hypersensitivity. However, it only partially 

blocked the thermal hypersensitivity induced by the selective NK2 receptor 

agonist [ .beta. -Ala8] neurokinin A- (4-10) . Morphine dose-dependently (1-6 

mg/kg, s.c.) lengthened isoflurane and pentobarbitone -induced sleeping 

time in the rat. In contrast, PD 154075 (3-100 mg/kg, 

s.c.) did not interact with these anesthetics. It is suggested that 

tachykinin NK1 receptor antagonists, such as PD 154075 

, may possess therapeutic potential as pre-emptive antihypersensitive 

agents . 

REFERENCE COUNT: 21 THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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The activity of a selective tachykinin NK1 receptor antagonist, PD 
15407 5 ( [ (2 -benzof uran) -CH20CO] - (R) - . alpha . -MeTrp- (S) - 
NHCH(CH3) Ph) , was examd. in radioligand binding studies, in a 
[Sar9, Met (02) 11] substance P-induced foot-tapping model in the gerbil, and 
in cisplatin-induced acute and delayed emesis in the ferret. In 
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radioligand binding studies, PD 154075 showed 

nanomolar for the human, guinea-pig, gerbil, dog and ferret NK1 receptors 
with an approx. 300 times lower affinity for the rodent NK1 receptor. 
Using NK2 , NK3 receptors and a range of other receptor ligands, PD 15407 
was shown to exhibit a high degree of selectivity and specificity for the 
human type NK1 receptor. Following s.c. administration PD 
154075 dose dependently (1-100 mg/kg) antagonized the centrally 
mediated [Sar9,Meet (02) 11] substance P-induced foot tapping in the gerbil 
with a min. ED (MED) of 100 mg/kg. The ability of PD 
154075 to readily penetrate into the brain following oral 
administration was confirmed by its extn. and high performance liq. 
chromatog. assay from the rat brain. PD 154075 was 
shown to achieve a relatively fast and sustained brain concn. 
(brain/plasma ratios ranged from 0.2 7 to 0.41 during the time period of 
0.25-12 h) . Further pharmacokinetic studies revealed that the abs. oral 
bioavailability of PD 154075 in the rat was (mean . +-. 
S.D.) 49 .+-. 15%. PD 154075 (1-30 mg/kg, i.p.) dose 

dependently antagonized the acute vomiting and retching in the ferret 
measured for 4 h following administration of cisplatin (10 mg/kg, i.p.) 
with a MED of 3 mg/kg. The administration of a lower dose of cisplatin (5 
mg/kg, i.p.) in the ferret induces both an acute (day 1) and delayed (days 
2 and 3) phase of emesis. The i.p. administration of PD 
154075, 10 mg/kg three times a days for 3 days, almost completely 
blocked both the acute and delayed emetic responses. In the same study, 
the 5-HT3 receptor antagonist ondansetron (1 mg/kg, i.p., t.i.d.) was also 
very effective against the acute emetic response obsd. during the first 4 
h following cisplatin, but it was only weakly active against the delayed 
response. In conclusion, PD 154075 is a selective and 
specific high affinity NK1 receptor antagonist with good oral 
bioavailability which is effective against both acute and delayed emesis 
induced by cisplatin in the ferret. 
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Phosphate prodrugs of PD 154075 

Zhu, Zhijian; Chen, Huai-Gu; Goel, Om P.; Chan, 0. 
Helen; Stilgenbauer , Linda A.; Stewart, Barbra H. 
Division of Warner-Lambert Company, Chemical 
Development, Parke-Davis Pharmaceutical Research, 
Arbor, MI, 48105, USA 

Bioorganic & Medicinal Chemistry Letters (2000) , 

10 (10) , 1121-1124 
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Journal 
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AB In the prepn. of phosphate prodrugs of PD 154075, 

several strategies of linking a phosphate group to the indole moiety were 
studied. A novel linker, p-hydroxymethylbenzoyloxymethoxycarbonyl , was 
discovered to provide the phosphate prodrug I of PD 
154075 with significantly increased aq. soly., sufficient 
stability in aq. soln. and good bio-reconversion in vivo. 

REFERENCE COUNT: 2 9 THERE ARE 2 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> d ibib abs 4-33 



L4 ANSWER 4 OF 3 3 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2 004 ACS on STN 
2000:536312 CAPLUS 
134:141620 

Evaluation of selective NK1 receptor antagonist 
CI-1021 in animal models of 
inflammatory and neuropathic pain 
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Parke-Davis Neuroscience Research Centre, Cambridge 
University, Cambridge, UK 

Journal of Pharmacology and Experimental Therapeutics 
(2000) , 294 (2) , 444-450 
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American Society for Pharmacology and Experimental 
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Journal 
English 

CI-1021 ( [ (2-benzofuran) -CH20CO] - (R) - . alpha . -MeTrp- (S) - 
NHCH(CH3)Ph) is a selective and competitive neurokinin-1 (NK1) 
antagonist. This study examines its activity in animal models of 
inflammatory and neuropathic pain. In mice, CI-1021 
(1-30 mg/kg, s.c.) dose dependently blocked the development of 
phase of the formalin response with a min. ED (MED) of 3 mg/kg 
unrelated NK1 receptor antagonists, CP-99,994 (3-30 mg/kg) and SR 140333 
(1-100 mg/kg), also dose dependently blocked the late phase, with resp. 
MEDs of 3 and 10 mg/kg. PD 156982, a NK1 receptor antagonist with poor 
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central nervous system penetration, failed to have any effect. However, 
when administered i.e. v., it selectively blocked the late phase of the 
formalin response. Chronic constrictive injury (CCI) to a sciatic nerve 
in the rat induced spontaneous pain, thermal and mech. hyperalgesia, and 
cold, dynamic, and static allodynia. CI-1021 (10-100 

mg/kg) and morphine (3 mg/kg) blocked all the responses except dynamic 
allodynia. Carbamazepine (100 mg/kg) was weakly effective against all the 
responses. Once daily administration of morphine (3 mg/kg, s.c.) in CCI 
rats led to the development of tolerance within 6 days . Similar 
administration of CI-1021 (100 mg/kg, s.c.) for up to 

10 days did not induce tolerance. Moreover, the morphine tolerance failed 
to cross-generalize to CI-1021. CI- 
1021 blocked the CCI -induced hypersensitivity in the guinea pig, 
with a MED of 0 . 1 mg/kg, p.o. CI-1021 (10-100 mg/kg, 

s.c.) did not show sedative/ataxic action in the rat rota-rod test. It is 
suggested that NK1 receptor antagonists possess a superior side effect 
profile to carbamazepine and morphine and may have a therapeutic use for 
the treatment of inflammatory and neuropathic pain. 
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AB A review, with 61 refs. The neuropeptides cholecystokinin (CCK) , 

substance-P, and bombesin have been subjected to the "Peptoid Design 
Strategy" to give small mol . non-peptide agonists and antagonists at their 
receptors. This strategy essentially identifies by receptor-binding 
assays the 2-3 key amino acid residues in each neuropeptide as "hot-spots" 
for receptor affinity, and then chem. modifies them to produce non-peptide 
ligands. By this strategy we have designed the non-peptide CCK-antagonist 
PD 140548; mixed CCK-A/B antagonist PD 142898; CCK-B antagonist PD 134308 
(CI-988) ; CCK-B agonist PD 136450; substance-P (tachykinin) NK1 antagonist 
PD 154075 (CI-1021) ; NK2 antagonist 

PD 147714; NK3 antagonist PD 161182; bombesin BB1 antagonist PD 165929, 
and mixed BB1/BB2 antagonist PD 176252. All these nine examples of novel 
compds . have nanomolar affinity for their resp. receptors and their 
design, we feel, vindicates the peptoid design strategy as an approach to 
discovery of therapeutically useful agents. 
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AB The title phenyl ethylamine (S) -RCHMeNH2 (R = U-ring- 14C-phenyl) was prepd. 
via enantioselective borane redn. of trans- [U-ring-14C] acetophenone oxime 
Me ether derived from [U-ring- 14C] acetophenone . The overall radiochem. 
yield was 66.7% and the enantiomeric excess was 96.6%. Coupling of 
(S) -RCHMeNH2 with the (R) - [ (benzo [b] f uranylmethoxy) carbonyl] methyl tryptoph 
an I (Rl = OH) gave labeled carbamic acid CI-1021 I 
[Rl = (S) -RCHMeNH] , a potential antiemetic agent. 
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Tetrahydropyrrolo [2 , 3-b] indole -1, 2 , 8 -tricarboxylic 
acid ester in the enantiospecif ic preparation of 
.alpha. -methyltryptophan: application in the 
preparation of carbon-14 labeled PD 145942 and 
PD 154075 

Ekhato, I. Victor; Huang, Yun 

Parke-Davis Pharmaceutical Research Division of 
Warner-Lambert Company, Department of Chemical 
Development, Ann Arbor, MI, 4 8105, USA 
Journal of Labelled Compounds & Radiopharmaceuticals 
(1997) , 39 (12) , 1019-1038 
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John Wiley & Sons Ltd. 
Journal 
English 
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AB [2R- (2 . alpha. , 3a. beta. , 8a. beta. ) ] -2 , 3 , 3a, 8a-Tetrahydro-pyrrolo [2 , 3- 

b] indole-1, 2 , 8 -tricarboxylic acid-1 , 8-dibenzyl ester 2-Me ester (I), its 
[2S- (2 .beta. , 3a. alpha., 8a . alpha .)] -isomer, and the tribenzyl ester 
analogs were prepd. From these [2 , 3-b] indole-1, 2 , 8 -tricarboxylic acid 
esters we accomplished a simple, high yielding prepn. of enantiopure 
. alpha . -methyl tryptophan and Me ester derivs . Using this protocol, we 
inexpensively made (R) -. alpha .- [14C] methyl tryptophan Me ester, and in 
subsequent reactions converted it into PD 145 942, II (Ad2 = 2-adamantyl) 
and PD 154075, III. Both of these compds . are drug 

candidates in preclin. study for the treatment of anxiety and emesis resp. 
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receptor antagonists 
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AB The rational design of a nonpeptide tachykinin NK1 receptor antagonist I 
PD 154075) is described. I has Ki = 9 and 0.35 nM for 

the NK1 receptor binding site in guinea pig cerebral cortex membranes and 
human IM9, cells resp. (using [1251] Bolton-Hunger-SP as the radioligand) 
It is a potent antagonist in vitro where it antagonizes the contractions 
mediated by SPOMe in the guinea-pig ileum (KB = 0.3 nM) . I is active in 
vivo in the guinea pig plasma extravasation model, where it is able to 
block the SPOMe -induced protein plasma extravasation (monitored by Evans 
Blue) in the bladder with an ID50 of 0.02 mg kg-1 i.v. 
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CASREACT 135:162091 
This paper describes the synthesis and phys . and biol . effects of 
introducing different substituents at the . alpha . -position of the 
tryptophan contg. neurokinin-1 receptor antagonist [ (R) -2- ( lH-indol -3 -yl) - 
1-methyl-l- ( (S) - 1 -phenyl -ethyl carbamoyl) ethyl] carbamic acid 
benzofuran-2-yl-Me ester (CI 1021) . The described 

compds. all exhibit less than 5 nM binding affinities for the human 
neurokinin-1 receptor and selectivity over the tachykinin NK2 and NK3 
receptor subtypes. Application of variable temp. NMR spectroscopy studies 
of the amide and urethane protons was utilized to det. the existence of an 
intramol . hydrogen bond. This intramol . hydrogen bond increases the 
apparent lipophilicity to allow increased central nervous system 
penetration and Pharmacol, activity (gerbil foot tap test) in the case of 
the highest affinity compd. [ (S) -l-dimethylaminomethyl-2 - (lH-indol-3-yl) -1- 
( (S) -1 -phenyl -ethylcarbamoyl) ethyl] carbamic acid benzofuran-2 -yl-Me ester 
(PD 174424) over those analogs that could not form an intramol. hydrogen 
bond. 
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'Targeted' molecular diversity: design and development 
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A drug design strategy to non-peptide small mol. antagonists of 
neuropeptides is described that targets the mol. diversity which exists in 
the 'privileged' data set of the physico-chem. properties represented by 
the side-chains of the 20 genetically encoded amino acids. The strategy 
is exemplified by the design of a selective and high affinity 
cholecystokinin CCK-A antagonist PD 140548, CCK-B antagonist CI-988 
(formerly PD 134308) tachykinin NK-1 antagonist PD 
154075 and NK-2 antagonist Cam-2291. The NK-3 antagonists, PD 
157672 and the non-peptide PD 161182, were developed from an 
information-rich dipeptide library constructed from 256 N-protected 
dipeptides and 64 hydrophobic biased dipeptides. 
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CN Hexanoic acid, 3 - (aminomethyl) -5-methyl- , (3R) - (9CI) OCA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Hexanoic acid, 3 - (aminomethyl) -5 -methyl (R) - 

OTHER NAMES: 

CN (R) -Pregabalin 

CN PD 144550 

FS STEREOSEARCH 

MF C8 H17 N 02 

CI COM 

SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS , IMS PATENTS , IMSRESEARCH, TOXCENTER, 
US PAT 2 , USPATFULL 

(*File contains numerically searchable property data) 

\ 

Absolute stereochemistry. Rotation (-) . 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

15 REFERENCES IN FILE CA (1907 TO DATE) 
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CN Hexanoic acid, 3 - (aminomethyl) -5 -methyl- , (3S) - (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Hexanoic acid, 3 - (aminomethyl ) -5 -methyl- , (S) - 

OTHER NAMES: 

CN CI 1008 

CN PD 144723 

CN Pregabalin 

FS STEREOSEARCH 

MF C8 H17 N 02 

CI COM 

SR CA 

LC STN Files: ADISINSIGHT, ADISNEWS, BEILSTEIN*, BIOBUSINESS, BIOSIS, 

BIOTECHNO, CA, CAPLUS, CASREACT, CIN, DDFU, DRUGU, EMBASE, IMSDRUGNEWS , 
IMS PATENTS , IMSRESEARCH, IPA, MRCK* , PHAR, PROMT, RTECS* , SYNTHLINE, 
TOXCENTER, USAN, US PAT 2 , USPATFULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (+) . 



NH 2 



,.C0 2 H 



i-Bu 
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CN Cycldnexaneacetic acid, 1- (aminomethyl) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 1- (Aminomethyl) cyclohexaneacetic acid 

CN CI 945 

CN Gabapentin 

CN Go 3450 

CN GOE 2450 

CN GOE 3450 

CN Neurontin 
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MF C9 H17 N 02 

CI COM 

LC STN Files: ADIS INSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* , 

BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, CAPLUS , CASREACT, CBNB, 
CHEMCATS, CHEMLIST, CIN, CSCHEM, DDFU, DIOGENES, DRUGU, EMBASE, IFICDB, 
IFIPAT, IFIUDB, IMSCOSEARCH, IMSDRUGNEWS , I MS PATENTS , IMSRESEARCH, IPA, 
MEDLINE, MRCK* , MSDS-OHS, PHAR, PROMT, RTECS* , SYNTHLINE, TOXCENTER, 
USAN, USPAT2, US PAT FULL 
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Other Sources: EINECS**, WHO 
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CH 2 -NH 2 
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